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Small bowel adenocarcinoma (SBA) accounts for approxi-
mately one third of all small intestinal malignancies, with the
other major tumor types being neuroendocrine carcinoma, sar-
coma, and lymphoma [1]. Risk factors for the development of
SBAs are incompletely understood, but there appears to be an
association between SBA and colorectal carcinoma, suggest-
ing that these two malignancies may share a common patho-
genesis [2]. The risk of SBA is also increased in patients with
inflammatory bowel disease and hereditary colorectal cancer
syndromes [3, 4]. SBA is surprisingly rare given that the small
bowel comprises 90% of the intestinal length and 98% of the
intestinal surface. Because of its rarity, the biology and natural
courses of SBA are not as well explained as for colorectal car-
cinoma and esophagogastric cancers [5].

Recent studies have suggested a closer resemblance of
SBA to colorectal carcinoma than to upper gastrointestinal ma-
lignancies [6, 7]. However, despite the resemblance, SBA ap-
pears to have an inferior stage-adjusted prognosis when
compared to colorectal carcinoma [8]. There appears to be a
slight increase in the incidence of SBA over recent years, es-
pecially duodenal adenocarcinoma, which may in part be ex-
plained by increasing use of upper endoscopies [1]. Most
SBAs arise in the duodenum, and patients with duodenal SBA
appear to have worse prognoses than patients with jejunal or
ileal SBA according to some studies [1]. The reason for the in-
ferior prognosis of duodenal SBA is unexplained, but may
partly be secondary to understaging and incomplete lymph
node sampling at the time of surgery [6]. Given the fact that
almost one third of patients presents with metastatic disease

and because many patients with earlier stage disease are not
candidates for curative resection or suffer relapse following
surgery, there is a great need for improving the treatment op-
tions for patients with advanced SBA [1, 9].

Due to the relative rarity of SBA, prospective trials limited
to this disease are few and the optimal therapy for advanced
SBA as well as resected node-positive SBA is unknown. Ret-
rospective studies indicate that chemotherapy can improve the
survival of patients with metastatic SBA compared to no treat-
ment [10]. To date, no prospective trials have been performed
to demonstrate a survival benefit of chemotherapy and it is
very unlikely that such studies will ever be done. Few prospec-
tive single-arm studies have been completed in advanced SBA.
An Eastern Cooperative Oncology Group study of 5-fluorou-
racil, doxorubicin and mitomycin C yielded discouraging re-
sults, with a low response rate of 18% and substantial toxicities
[11]. Two small prospective phase II trials evaluated the com-
bination of a fluoropyrimidine and oxaliplatin and found it to
be both effective and well tolerated [12, 13]. The efficacy of a
fluoropyrimidine-oxaliplatin combination is further supported
by two retrospective studies, suggesting this regimen is both
safe and feasible in practice [14, 15].

In situations for which there is paucity of randomized tri-
als, well-performed retrospective studies can provide very
valuable information to guide treatment decisions. Tsushima et
al. [16] are to be commended for performing such a study. In
their retrospective multicenter study, the survival of patients
with advanced SBA receiving first-line therapy was compared
among five different treatment groups. While there was some
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heterogeneity between the patients of each group, the combi-
nation of fluoropyrimidine and oxaliplatin produced the lon-
gest progression-free and overall survival, even after adjusting
for relevant prognostic factors. These findings are not surpris-
ing given the purported similarities between SBA and colorec-
tal carcinoma and the results of the previously reported phase
II trials. It is unclear if the outcome of patients with advanced
SBA is inferior to colorectal cancer when treated with the same
chemotherapy regimen because data on SBA are much more
limited and the use of postprogression therapy is likely more
limited.

Two recent studies in SBA using a fluoropyrimidine plus
oxaliplatin combination—a phase II trial and a retrospective
multicenter study—reported overall survival in the range of
what is to be expected in metastatic colorectal cancer [12, 15].
These findings are in line with the observation of Tsushima et
al. [16]. The location of the primary tumor may also affect
prognosis. Patients with duodenal SBA have consistently been
reported to have inferior survival to those with nonduodenal
primaries, but data on outcomes in the metastatic setting are
very limited. Two recent studies indicated that there was little
difference in survival among patients with metastatic duodenal
versus nonduodenal SBA [10, 15]. There is a possibility that
some patients with cancer of the ampulla of Vater may have
been misclassified as duodenal SBA, but ampullary cancer is
commonly considered to be of biliary origin and as such, gen-
erally treated with gemcitabine-based regimens. The role of

targeted agents routinely used in the treatment of colorectal
carcinoma such as cetuximab and bevacizumab is unknown,
but the use of both agents has been reported in individual pa-
tients and further evaluation is warranted [17, 18].

There is clearly an unmet need for larger randomized trials
aimed at patients with SBAs, but the rarity of this malignancy
makes such efforts daunting. For such a trial to be successfully
completed, a concerted and international effort is desirable,
preferably across several cooperative groups. The Interna-
tional Rare Cancers Initiative is a recently formed initiative in
which the European Organization for Research and Treatment
of Cancer, the U.S. National Cancer Institute, Cancer Research
UK, and the National Institute for Health Research Cancer Re-
search Network have joined forces to design and fund clinical
trials in rare cancers. One of the key initiatives of the Interna-
tional Rare Cancers Initiative is to launch an international
treatment trial in metastatic SBA. It is crucial that future SBA tri-
als include an effort to further elucidate the biology of SBA and
how best to incorporate novel therapeutic agents.

Until the results of larger trials become available, the com-
bination of a fluoropyrimidine, such as 5-fluorouracil or cape-
citabine, and oxaliplatin remains a very reasonable first line
chemotherapy for metastatic SBA.
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